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Applicants' Amendment filed September 23, 2008 is acknowledged. New claims 
11 and 12 are presented. 

In the Response filed March 1 1 , 2008 to a requirement for an Election of 
Species, Applicants elected the specie 1 -acetyl -N-(3-{4-[4-(aminocarbonyl)benzyl)-1- 
piperidinyl}propyl)-N-(3-chloro-4-methylphenyl)-4-piperidinecarboxamide, which is also 
known as TAK 220. The subject matter presently under consideration are those 
methods and agents for the treatment of graft-versus host disease and/or rejection 
reactions during heart, kidney, liver or bone marrow transplantation comprising 
administering TAK 220. Claims 6 and 8 remain withdrawn from consideration by the 
Examiner, as directed to non-elected inventions, 37 CFR 1 .142(b). Accordingly, claims 
1-5, 7 and 9-12 are now under consideration. 

An Information Disclosure Statement filed August 1 1 , 2008 is further 
acknowledged and has been reviewed to the extent each reference is a proper citation 
on a U.S. patent. 

A new Abstract is noted. 

Those objections and/or rejections set forth in the last Office Action that are not 
herein reiterated are withdrawn. The following rejections constitute the only rejections 
that are presently applied to the instant claims. 

Claim 5 was rejected under 35 U.S.C. 112, first paragraph, in the last Office 
Action because the specification, while being enabling for showing the preparation of 
various dosage forms and for the preparation of compounds having a CCR antagonist 
effect, does not enable any person skilled in the art to which it pertains, or with which it 
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is most nearly connected, to practice the invention commensurate in scope with these 
claims. 

The present invention is broadly drawn to the treatment of graft-versus host 
disease and/or rejection reactions during heart, kidney, liver or bone marrow 
transplantation. As previously evidenced by The Merck Manual , the treatment for 
transplantation is still somewhat limited and unpredictable. 

Applicants have deleted the term "preventing" from claim 5. 

The instant specification, however, merely provides support for preparing those 
compounds characterized as CCR antagonists and compositions comprising such 
compounds. The disclosure also provides background material directed to the general 
state of the art. The disclosure is clearly not predictable for any treatment modality for 
any graft-versus host disease and/or rejection reactions during heart, kidney, liver or 
bone marrow transplantation in a mammal. There are no working examples to support 
any such methodologies 

Absent reasonable a prion expectations of success for using a "CCR antagonist" 
to treat a particular rejection reaction, one skilled in the immunology art would have to 
test extensively the many CCR antagonists that are known in the art to discover which 
particular type of rejection reaction responds to a particular compound. Considering the 
state of the art, unpredictability of treatment and the total lack of support provided by the 
specification for the claimed methods - support that is commensurate in scope with the 
claims - one of ordinary skill in the immunology arts would be burdened with undue 
experimentation to treat heart, liver, kidney or bone marrow rejection reactions 
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comprising administering the instantly claimed "CCR antagonists." The rejection of 
record of claim 5 under 35 U.S.C. 112, first paragraph, is maintained, and presently 
extended to include new method claims 1 , 3, 4 and 12, 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in a patent granted on an application for patent 
by another filed in the United States before the invention thereof by the applicant 
for patent, or on an international application by another who has fulfilled the 
requirements of paragraphs (1 ), (2), and (4) of section 371 (c) of this title before 
the invention thereof by the applicant for patent. 

Claims 1-5, 7 and 9-12 are rejected under 35 U.S.C. 102(e), as being anticipated 
by Miki et al., US 2006/0094877. 

Miki teaches Compound X, which is 1 -acetyl -N-(3-{4-[4-(aminocarbonyl)benzyl)- 
1-piperidinyl}propyl)-N-(3-chloro-4-methylphenyl)-4-piperidinecarboxamide for use in the 
treatment of graft-versus host disease. See page 9, paragraph [0067], and page 17, 
paragraph [0145]. As required by instant claim 7, a process for manufacturing an agent 
comprising a CCR antagonist with a pharmaceutically acceptable diluent is disclosed on 
page 16, paragraph [0141]. Agents comprising 1-acetyl -N-(3-{4-[4- 
(aminocarbonyl)benzyl)-1-piperidinyl}propyl)-N-(3-chloro-4-methylphenyl)-4- 
piperidinecarboxamide are described on page 16, paragraphs [0141]. 

Claims 1-4, 9 and 10 were rejected under 35 U.S.C. 102(e), as being anticipated 
by Imamura et al., U.S. Patent 6,562,978, in the last Office Action. It was asserted 
Imamura teaches the compound 1-acetyl -N-(3-{4-[4-(aminocarbonyl)benzyl)-1- 
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piperidinyl}propyl)-N-(3-chloro-4-methylphenyl)-4-piperidinecarboxamide, as in claim 2, 
column 232, and prepared as Example 376, column 202. Imamura teaches 
compositions comprising the recited compounds in column 32, line 60, to column 33, 
line 22, as well as in column 230, lines 47-67, to column 231 , line 1 5. 

Applicants argue the cited reference fails to disclose the use of the claimed 
compounds in the method of claim 5. 

The original rejection was solely directed to claims drawn to "agents." Claim 5, a 
method of use claim, was not included in this rejection. 

Subsequent to the amendment to the claims, in which claims that were originally 
composition claims are now method of use claims, i.e., claims 1, 3 and 4, the rejection 
of record of claims 2, 9, 10 under 35 U.S.C. 102(e), as being anticipated by Imamura et 
al., U.S. Patent 6,562,978, is maintained and the rejection is presently extended to 
include new compound claim 1 1 . 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
Examiner should be directed to Phyllis G. Spivack whose telephone number is 571-272- 
0585. The examiner can normally be reached on 10:30 AM-7 PM. 

If attempts to reach the Examiner by telephone are unsuccessful after one 
business day, the Examiner's supervisor, Ardin Marschel, can be reached on 591-272- 
0718. The fax phone number for the organization where this application or proceeding 
is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



December 26, 2008 



/Phyllis G. Spivack/ 

Primary Examiner, Art Unit 1614 



